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DEPARTMENT  OF  HEALTH  AND 
HUMAN  SERVICES 

Food  and  Drug  Administration 

21  CFR  Parts  314  and  601 

[Docket  No.  91N-02781 

New  Drug,  Antibiotic,  and  Biological 
Drug  Product  Regulations; 

Accelerated  Approval 

agency:  Food  and  Drug  Administration, 
HHS. 

ACTION:  Proposed  rule. 

summary:  The  Food  and  Drug 
Administration  (FDA)  is  proposing 
procedures  under  which  the  agency 
would  accelerate  approval  of  new  drugs 
and  biologicals  for  serious  or  life- 
threatening  illnesses,  with  provisions  for 
any  necessary  continued  study  of  the 
drugs'  clinical  effects  after  approval  or 
with  restrictions  on  use,  if  necessary. 
These  new  procedures  are  intended  to 
provide  expedited  mariceting  of  drugs 
for  patients  suffering  ffom  such  illnesses 
when  the  drugs  provide  meaningful 
therapeutic  benefft  over  existing 
treatment.  Accelerated  approval  will  be 
considered  in  two  situations:  (1)  When 
approval  can  be  reliably  based  on 
evidence  of  the  drug’s  effect  on  a 
surrogate  endpoint  that  reasonably 
suggests  clinical  benefit  or  on  evidence 
of  the  drug’s  effect  on  a  clinical  endpoint 
other  than  survival  or  irreversible 
morbidity,  pending  completion  of  any 
necessary  studies  to  establish  and 
define  the  degree  of  clinical  benefits  to 
patients:  and  (2)  when  FDA  determines 
that  a  drug,  effective  for  the  treatment  of 
a  disease,  can  be  used  safely  only  if 
distribution  or  use  is  modified  or 
restricted.  Drugs  or  biological  products 
approved  under  this  proposal  will  have 
met  the  requisite  standards  for  safety 
and  effectiveness  under  the  Federal 
Food,  Drug,  and  Cosmetic  Act  (the  act), 
or  the  Public  Health  Service  Act  (the 
PHS  Act)  and  thus  will  have  full 
approval  for  mariceting.  These  drugs  or 
biological  products  will,  however,  be 
subject  to  the  necessary  postmariceting 
requirements  for  study  or  limitations  on 
distribution  set  forth  in  the  regulations. 
DATES:  Written  comments  by  June  15, 
1992.  ' 

ADDRESSES:  Written  comments  to  the 
Dockets  Management  Brandi  (HFA- 
305),  Food  and  Drug  Administration,  rm. 
1-23, 12420  Parklawn  Dr.,  Rockville, 
Maryland  20857. 

FOR  FURTHER  INFORMATION  CONTACT: 

Marilyn  L  Watson.  Center  for  Drug 
Evaluation  and  Research  (HFD-380), 
Food  and  Drug  Administration,  5600 


Fishers  Lane,  Rockville,  MD  20857,  301- 
295-6038. 

•UPFLEMENTARV  INFORMATION:  Because 
expediting  the  approval  and  increasing 
the  availability  of  promising  new  drug 
therapies  is  important  to  the  public 
health,  in  recent  years  FDA  has 
developed  a  number  of  new  procedures 
fcx*  regulating  these  drugs.  For  example, 
since  1983,  FDA  has  given  special 
emphasis  to  the  development  and 
review  of  potential  new  therapies  for 
rare  diseases,  under  its  responsibility  to 
implement  the  Orphan  Drug  Act 

In  the  Federal  Register  of  February  22, 
1985  (50  FR  7452),  FDA  comprehensively 
revised  its  new  drug  application  (NDA) 
regulations  (called  the  "NDA  rewrite"). 
The  regulations  were  designed  to 
streamline  the  process  for  submitting 
and  reviewing  marketing  applications. 
FDA  supplemented  these  regulations 
with  extensive  guidelines  to  sponsors  on 
how  to  prepare  such  applications  so  that 
they  are  complete  and  thus  facilitate 
agency  review. 

In  the  Federal  Register  of  March  19, 

1987  (52  FR  8798),  FDA  revised  its 
investigational  new  drug  (IND) 
regulations  (called  the  "IPTO  rewrite”). 
These  regulations  were  designed  to 
clarify  and  simplify  the  rules  governing 
clinical  testing  of  new  drugs. 

In  the  Federal  Register  of  May  22, 1987 
(52  FR  19466],  "treatment  IND’s”  were 
specifically  authorized  by  regulation  to 
permit  wide  access  to  promising 
experimental  drugs  for  serious  or 
immediately  fife-threatening  illnesses. 
Under  this  medianism,  more  dian  20 
drugs  have  since  been  made  available 
prior  to  marketing  approval  to  patients 
for  a  vride  variety  of  serious  diseases: 
acquired  immunodeficiency  syndrome 
(An)S),  cancer,  Parkinson’s  disease, 
obsessive-compulsive  disorder,  neonatid 
respiratory  distress  syndrome,  and 
others. 

In  the  Federal  Register  of  October  21, 

1988  (54  FR  41523),  FDA  announced  new 
regulatory  procedures  (21  CFR  part  312, 
subpart  E).  These  procedures  were 
designed  to  expedite  the  development 
evaluation,  and  marketing  of  drugs  for 
life-threatening  and  severely  debilitating 
illnesses.  Under  these  procedures  the 
agency  is  committed  to  working  closely 
with  sponsors  to  decide  as  early  as 
possible  in  the  human  testing  of  the  drug 
what  evidence  will  be  necessary  for 
marketing  approval  and  to  assist  the 
sponsors  in  designing  trials  to  evaluate 
the  safety  and  effectiveness  of  the  drug. 

These  actions,  combined  with 
management  innovations  made  in  recent 
years,  have  greatly  increased  patient 
access  to  promising  experimental  drugs 
and  have  also  significantly  shortened 


the  agency’s  time  to  review  applications 
for  important  new  drugs  and  approve 
the  drugs  for  marketing.  Additionally,  in 
the  Federal  Register  of  May  21, 1990  (55 
FR  20856),  the  Public  HealA  Service 
(PHS)  published  a  proposed  policy  to 
make  promising  new  drugs  more  widely 
available  to  people  with  AIDS  and  HIV- 
related  diseases  through 
nonconcurrently  controlled  studies. 

These  studies  would  be  conducted  in 
parallel  with  controlled  clinical  trials; 
thus  the  proposed  policy  became  known 
as  parallel  track.  Under  the  proposed 
policy,  large  numbers  of  AIDS  and  HIV- 
infected  patients  who  are  without 
alternative  therapy  would  have  access 
to  investigational  drugs  as  early  in  the 
drug  evaluation  process  as  possible. 

Nevertheless,  because,  by  their 
nature,  fife-threatening  and  other  serious 
diseases  represent  particularly  urgent 
needs,  FDA  believes  that  it  should 
continue  to  modify  its  procedures  to 
provide  for  the  approval  of  new  drugs 
for  treatment  of  these  diseases  at  the 
earliest  time  permitted  under  the  law. 

I.  Introduction 

FDA  has  determined  that  two 
additional  steps  should  be  taken  in  its 
current  review  process  to  facilitate  the 
approval  of  significant  new  drugs, 
antibiotics,  and  biological  products 
(generally  referred  to  as  ’’drugs”  in  this 
document)  to  treat  serious  or  life- 
threatening  illnesses.  Accordingly,  FDA 
is  proposing  regulations  that  would 
incorporate  these  steps  into  its  review 
proc^ures  for  these  products. 

First,  by  providing  for  required 
postmarketing  study  to  elaborate  on  the 
evidence  of  effectiveness,  FDA  is 
proposing  to  approve  new  drugs  for 
serious  or  life-threatening  illnesses  at 
the  earliest  possible  point  at  which 
safety  and  efficacy  can  reasonably  be 
established  under  existing  law. 

Secondly.  FDA  is  proposing 
procedures  under  which  beneficial  but 
highly  toxic  drugs  can  be  approved  for 
marketing.  These  drugs  are  one  that  the 
agency  believes  can  be  used  safely  only 
if  distribution  and  use  are  restricted  in 
certain  ways. 

Therefore,  FDA  is  proposing  to  amend 
21  CFR  part  314  by  adding  subpart  H, 
consisting  of  §S  314.500  through  314.550, 
and  to  amend  21  CFR  part  601  by  adding 
subpart  E,  consisting  of  S  §  601.40 
through  601.45. 

n.  Scope 

The  proposal  would  apply  to  new 
drug,  antibiotic,  and  biological  products 
used  in  the  treatment  of  serious  or  life- 
threatening  diseases,  where  the 
products  provide  meaningful  therapeutic 
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benefits  to  patients  over  existing 
treatment. 

A.  Diseases  Covered  by  the  Proposal 

The  terms  “serious"  and  “life- 
threatening"  would  be  used  as  FDA  has 
defined  them  in  the  past.  The 
seriousness  of  a  disease  is  a  matter  of 
judgment,  but  generally  is  based  on  its 
impact  on  such  factors  as  survival,  day- 
to-day  functioning,  or  the  likelihood  that 
the  disease,  if  left  untreated,  will 
progress  from  a  less  severe  condition  to 
a  more  serious  one.  Thus,  acquired 
immunodeficiency  syndrome  (AIDS),  all 
other  stages  of  human 
immunodeficiency  virus  (HTV)  infection, 
Alzheimer's  dementia,  angina  pectoris, 
heart  failure,  cancer,  and  many  other 
diseases  are  clearly  serious  in  their  full 
manifestations.  Further,  many  chronic 
illnesses  that  are  generally  well- 
managed  by  available  therapy  can  have 
serious  outcomes.  For  example, 
inflammatory  bowel  disease,  asthma, 
rheumatoid  arthritis,  diabetes  mellitus,' 
systemic  lupus,  erythematosus, 
depression,  psychoses,  and  many  other 
diseases  can  be  serious  for  certain 
populations  or  in  some  or  all  of  their 
phases.  • 

B.  Meaningful  Therapeutic  Benefit  Over 
Existing  Therapy 

As  in  past  programs  for  expediting 
access  to  new  dnigs,  FDA  believes  that 
procedures  for  doing  so  should  be 
applied  only  where  a  serious  medical 
need  is  not  met  by  ciurently  available 
therapies.  If  such  a  need  does  not  exist, 
the  agency  believes  that  the  usual 
procedures  provide  for  the  most 
appropriate  and  thorough  approach  to 
ensuring  safety  and  effectiveness  of 
drugs  prior  to  marketing.  Accordingly, 
FDA  is  proposing  that  ^e  accelerated 
approval  program  should  only  apply  to 
dnigs  that  provide  meaningfiU 
therapeutic  benefit  over  existing 
treatment  for  patients  with  serious  or 
life-threatening  diseases.  For  example,  if 
there  is  an  approved  treatment  for  a 
serious  or  life-threatening  disease, 
individuals  or  a  defined  subset  of 
patients  may  not  respond  well  to  that 
therapy  or  be  intolerant  of  it.  A 
treatment  shown  to  be  effective  in  those 
patients  would  be  eligible  for  these 
procedures.  Similarly,  if  a  new  therapy 
were  a  clear  improvement  over  existing 
therapy  in  being  more  effective  or  better 
tolerated,  that  too  would  be  eligible  for 
accelerated  approval. 

At  the  same  time,  however,  FDA  is 
aware  that  drugs  useful  for  one 
condition  can  often  be  useful  in  a  range 
of  other  conditions.  FDA’s  risk-benefit 
analysis  in  cases  of  serious  or  life- 
threatening  diseases  necessarily  will 


differ  from  cases  where  the  majority  of  a 
drug's  likely  application  in  actual 
clinical  practice  will  not  meet  these 
conditions.  Accordingly,  FDA  reserves 
the  right  to  apply  FDA’s  traditional 
approval  mec^nisms  rather  than  this 
accelerated  process  in  cases  where  the 
agency  believes  in  good  faith  that  the 
new  chnig’s  foreseeable  use  is 
reasonably  likely  to  be  outside  the 
scope  of  “life-threatening  diseases 
without  meaningful  therapeutic  benefit 
over  existing  therapy."  Sponsors  are 
encouraged  to  meet  with  FDA  early  in 
the  drug  development  process  to 
determine  the  natAU^  of  the  regulatory 
review  that  FDA  will  apply. 

ni.  Elements  of  the  Program 

For  products  covered  under  this 
program,  FDA  would  grant  accelerated 
marketing  approval,  with  postmarketing 
requirements,  in  the  following  two 
situations: 

A.  Reliance  on  a  "Surrogate” Endpoint 
or  Other  Appropriate  Indicator  of 
Effectiveness  (e.g..  Evidence  of  Efficacy 
Other  Than  an  Effect  on  Survival  or 
Irreversible  Morbidity) 

1.  Criteria  for  Approval 

There  may  be  information  about  the 
effect  of  a  (kug  on  a  “surrogate” 
endpoint  of  disease  before  there  is  a 
demonstrated  effect  on  patients' 
survival  or  overall  well-being, 
particularly  when  the  disease  is  one  that 
progresses  over  a  long  period.  A 
surrogate  endpoint,  or  “maricer,”  is  a 
laboratory  measurement  or  physical 
sign  that  is  used  in  therapeutic  trials  as 
a  substitute  for  a  clinically  meaningful 
endpoint  that  is  a  direct  measure  of  how 
a  patient  feels,  functions,  or  survives 
and  that  is  expected  to  predict  the  effect 
of  the  therapy.  For  example,  elevated 
cholesterol  and  hypertension,' two 
surrogate  endpoints,  are  important 
because  they  are  risk  factors  for 
coronary  and  cerebral  artery  disease; 
but  it  is  the  impact  of  the  diseases  (e.g., 
angina,  congestive  heart  failure  after  a 
heart  attack,  paralysis  after  a  stroke,  or 
sudden  death)  that  is  important  to  the 
patient. 

Surrogate  endpoints  can  be 
established  with  different  degrees  of 
assurance.  There  is  usually  at  least  a 
theoretical  possibility  that  the  marker 
and  the  disease  are  not  causally  related, 
but  are  instead  associated  with  a 
common  underlying  factor.  For  example, 
fever  and  respiratory  impairment  occur 
with  pneumonia,  but  the  fever  does  not 
cause  the  disease,  and  treating  it  will 
not  improve  the  infection.  Similarly, 
frequent  premature  ventricular  beats 
after  a  heart  attack  signal  an  increased 


risk  of  sudden  death,  but  lowering  the 
rate  of  these  beats  with  antiarrhythmic 
agents  has  not  been  shown  to  decrease 
the  risk  of  sudden  death.  In  some  cases, 
however,  the  evidence  of  a  causal 
relationship  is  very  persuasive, 
especially  where  treatment  that  changes 
the  surrogate  has  been  repeatedly 
shown  to  lead  to  improvement  of 
clinical  outcome.  For  example, 
substantially  reducing  elevated  blood 
pressure  has  been  repeatedly  shown  to 
reduce  the  likehihood  of  stroke  and 
renal  failure.  Reliance  on  a  surrogate 
endpoint  is  therefore  a  matter  of 
scientific  judgment,  a  judgment  based  on 
the  available  data,  but  still  a  judgment 

Approval  of  a  drug  on  the  basis  of  a 
well-dociunented  effect  on  a  surrogate 
endpoint  can  allow  a  drug  to  be 
marketed  earlier,  sometimes  much 
earlier,  than  it  could  be  if  a 
demonstrated  clinical  benefit  were 
required.  FDA  has  in  the  past  based 
approval  of  drugs  on  a  demonstration  of 
a  favorable  effect  on  a  surrogate 
endpoint  where  the  agency  has 
concluded  that  a  favorable  effect  on  the 
surrogate  endpoint  was  very  likely  to 
predict  a  clinical  benefit.  In  some  cases, 
however,  the  judgment  as  to  the 
likelihood  of  clinical  benefit  when  the 
drug  affects  a  surrogate  endpoint  is  so 
close  that  it  could  be  influenced  by 
assurance  that  studies  to  evaluate 
actual  clinical  benefit  would  be 
conducted  promptly. 

Under  this  proposal  therefore,  for 
drugs  to  treat  serious  or  life-threatening 
diseases  where  there  is  meaningful 
benefit  to  patients  over  existing 
treatment,  FDA  would  consider  granting 
approval  on  the  basis  of  adequate  and 
well-controlled  trails  establishing  that 
the  drug  has  an  effect  on  a  surrogate 
endpoint  that  is  reasonably  likely 
(based  on  epidemiologic,  therapeutic,  or 
other  evidence]  to  predict  clinical 
benefit.  Approval  could  be  granted 
where  there  is  some  uncertainty  as  to 
the  relation  of  that  endpoint  to  clincial 
benefit,  with  the  requirement  that  the 
sponsor  conduct  or  complete  studies 
after  approval  to  establish  and  define 
the  drug's  clinical  benefit. 

It  is  also  often  possible  to 
demonstrate  a  favorable  clinical  effect 
of  therapy  other  than  an  effect  on 
survivual  or  the  ultimate  course  of  the 
disease  that,  for  serious  and  life- 
threatening  illnesses,  would  merit  a 
decision  to  approve  the  therapy.  For 
example,  an  anti-HIV  drug  mij^t 
demonstrate  that  it  could  provide  weight 
gain  and  reduce  the  frequency  of 
opportunistic  infections,  even  through 
evidence  of  an  effect  on  long-term 
survival  was  not  yet  available.  While 
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the  favorable  findings  would  be  a  basis 
for  approval,  in  some  instances 
additional  study  may  be  necessary  to 
clearly  determine  long-term  effects. 

Finally,  as  in  the  past,  FDA  will 
continue  to  approve  therapies  for 
serious  and  life-threatening  illnesses,  for 
which  there  are  no  adequate  therapies, 
as  eariy  in  the  development  process  as 
possible  when  the  statutory  standard  of 
substantial  evidence  of  safety  and 
effectiveness  is  met  through  evidence  on 
the  clinical  endpoints  of  survival  or 
irreversible  morbidity.  The  safety  and 
efficacy  determination  would  be  made 
taking  into  account  the  risks  to  human 
life  and  health  of  the  untreated  disease. 
FDA  made  such  a  determination  for 
AZT  and  would  grant  approval  for  other 
such  drugs  in  the  same  expeditious 
manner.  Approvals  of  drugs  for  which 
there  is  sufficient  evidence  of 
effectiveness  on  the  clinical  endpoints  of 
survival  or  irreversible  morbidity  would 
not  require  postmarking  studies  imder 
this  regulation. 

2.  Postmarketing  Studies 

For  drugs  approved  on  the  basis  of  an 
effect  on  a  surrogate  endpoint,  or  other 
indicator  of  effectiveness  the  sponsor 
would  be  required  to  conduct  any 
clinical  studies  necessary  to  ascertain 
the  actual  clinical  benefit  of  the  drug  on 
such  endpoints  as  survival,  disease 
complications,  or  longer-term  symptoms. 
It  is  important  that  the  sponsor’s 
postmarketing  studies  be  adequate  and 
well-controlled  trials  that  are  carried  out 
in  such  a  way  that  they  are  capable  of 
obtaining  the  confirmatory  data  being 
sought  FDA  will  expect  the  sponsor  to 
carry  out  such  studies  in  a  timely 
manner  and  in  consultation  with  FDA 
However,  the  requirements  for  any  * 
additional  study  to  demonstrate  actual 
clinical  benefit  will  not  be  more 
stringent  than  those  that  would  normally 
be  required  for  mariceting  approval,  and 
new  studies  beyond  those  already  in 
progress  will  not  necessarily  be  needed. 
Indeed,  it  is  anticipated  that  the 
requirement  for  postmarketing  studies 
would  usually  be  met  by  studies  already 
underway  at  the  time  of  approval.  The 
plan  for  timely  completion  of  the 
necessary  studies  would  be  included  in 
the  marketing  application.  FDA  would 
interpret  the  requirement  for  conducting 
the  studies  with  "due  diligence”  by 
assessing  the  sponsor's  success  in 
meeting  normal  developmental  goals  for 
a  clinical  trial.  This  assessment  would 
include  examining  the  pace  of  design  of 
studies  and  the  speed  with  which 
patients  are  enrolled. 


3.  Authority  to  Require  Postmarketing 
Studies 

FDA  believes  that  sections  505  and 
701  of  the  act  (21  U.S.C  355,  371)  provide 
legal  authority  for  the  agency  to 
promulgate  regulations  requiring 
postmcu^eting  studies  for  new  drugs. 

New  drugs  are  approved  for  mariceting  if 
they  meet  the  safety  and  effectiveness 
criteria  set  forth  in  section  505(d)  of  the 
act  and  the  implementing  regulations  (21 
CFR  part  314).  To  demonstrate 
effectiveness,  the  law  requires  evidence 
from  adequate  and  well-controlled 
clinical  studies  on  the  basis  of  which 
qualified  experts  could  f€iirly  and 
responsibly  conclude  that  the  drug  has 
the  effect  it  is  purported  to  have.  Under 
section  505(e)  of  the  act,  approval  of  a 
new  drug  application  is  to  be  withdrawn 
if  new  information  shows  that  the  drug 
has  not  been  demonstrated  to  be  either 
safe  or  effective.  Approval  may  also  be 
withdrawn  if  new  information  shows 
that  the  drug's  labeling  is  false  or 
misleading. 

Section  505(k)  of  the  act  authorizes 
the  agency  to  promulgate  regulations 
requiring  applicants  to  make  records 
and  reports  of  data  or  other  information 
that  are  necessary  to  enable  the  agency 
to  determine  whether  there  is  reason  to 
withdraw  approval  of  an  NDA.  Section 
701(a)  of  the  act  generally  authorizes 
FDA  to  issue  reg^ations  for  the 
“efficient  enforcement”  of  the  act. 

For  new  drugs  approved  under 
proposed  S  314.510  of  these  accelerated 
approval  regulations,  the  judgment 
concerning  likelihood  of  dinical  benefit 
is  based  upon  a  demonstrated  effect  on 
a  surrogate  marker  reasonably  likely  to 
predict  clinical  benefit  If,  however,  the 
surrogate  marker  turns  out  not  to  be 
such  a  predictor,  then  the  drug  would 
lack  substantial  evidence  of 
effectiveness.  The  risk-benefit  analysis 
of  the  drug  may  also  be  altered  so  that 
the  drug  can  no  longer  be  considered 
safe  for  use  in  treating  the  serious  or 
life-threatening  disease.  In  addition,  in 
such  cases  the  drug’s  approved  labeling 
may  be  false  or  misleading. 

When  the  correlation  between 
surrogate  endpoint  or  other  indicator  of 
effectiveness  and  clinical  benefit  is 
uncertain,  the  agency  believes  it  would 
not  be  appropriate  to  approve  drugs 
under  section  505  of  the  act  without  the 
assurance  of  promptly  conducted 
adequate  and  well-controlled  studies 
evaluating  actual  clinical  benefit. 
Evidence  from  such  postmarketing 
studies  evaluating  actual  clinical  benefit 
(and  thus  confirming  the  predictive 
value  of  the  surrogate  marker  or  other 
indicator)  is  necessary  for  the  agency  to 
know  whether  the  dr^  should  remain 


on  the  market  or  whether  the  NDA 
should  be  withdrawn. 

Section  351  of  the  PHS  Act  (42  U.S.C 
262)  provides  legal  authority  for  the 
agency  to  require  postmarketing  studies 
for  biological  products.  Licenses  for 
biological  products  are  to  be  issued  only 
upon  a  showing  that  they  meet 
standards  "designed  to  insure  the 
continued  safety,  purity,  and  potency  of 
such  products”  prescribed  in  regulattons 
(42  U.S.C.  262(d)(1)).  The  "potency"  of  a 
biological  product  faicludes  its 
effectiveness  (21  CFR  600.3(s)).  When 
the  correlation  between  surrogate 
endpoint  and  clinical  benefit  is 
uncertain  for  a  biological  product 
approved  under  proposed  §  601.41, 
postmarketing  studies  are  necessary  to 
ensure  that  product's  “continued"  safety 
and  effectiveness. 

B.  Restrictions  on  Use  After  Marketing 
1.  Criteria  for  Approval 

Virtually  all  drug  can  be  toxic  to 
humans,  and  no  d^  is  completely  free 
of  risk.  In  approving  a  new  drug  for 
marketing,  FDA  analyzes  benefits  and 
risks,  and  approves  a  drug  if  the  benefit 
outweighs  the  risks.  In  general,  the  more 
serious  the  illness  and  ffie  greater  the 
effect  of  the  drug  on  that  illness,  the 
greater  the  acceptable  risk  from  the 
drug.  If  products  provide  meaningful 
therapeutic  benefit  over  existing 
treatment  for  a  serious  or  life- 
threatening  disease,  a  greater  risk  may 
also  be  acceptable.  FDA  alerts  health 
professionals  and  their  patients  to 
adverse  effects  that  may  result  fi'om 
drug  use  through  labeling  and  other 
warning  mechanisms  and,  where 
possible,  provides  advice  on  measures 
that  can  taken  to  reduce  the  risks. 

Some  drugs,  however,  are  so 
inherently  toxic  or  otherwise  potentially 
harmful  that  it  is  difficult  to  justify  their 
unrestricted  use.  In  1990,  for  example, 
FDA  approved  the  drug  clozapine  for 
schizophrenia  when  the  manufacturer 
decided  to  restrict  distribution  to 
patients  taking  part  in  a  monitoring 
program  to  guai^  against  a  potentially 
fatal  side  effect. 

FDA  has  concluded  that  some 
clinically  beneficial  dnigs  can  be  used 
safely  only  if  distribution  and  use  are 
modified  and  restricted.  In  some  cases, 
it  is  reasonable  to  expect  that  careful 
labeling  will  accomplish  the  needed 
limitations  as,  for  example,  is  the  case 
for  most  oncologic  drugs,  where  the 
toxicity  of  the  d^s  is  widely 
appreciated  and  monitoring  for  toxic 
effects  is  a  routine  part  of  patient  care. 
In  some  cases,  however,  other  kinds  of 
restrictions  may  be  necessary.  FDA  is 
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prepared  to  approve  such  high  risk  drugs 
for  early  marketing  if  the  agency  can  be 
assured  that  postmarketing  restrictions 
will  be  in  place  to  counterbalance  the 
known  safety  concerns. 

2.  Postmarketing  Restrictions 

The  restrictions  FDA  may  consider 
when  approving  drugs  under  this 
proposal  may  include  restrictions  such 
as  die  following: 

a.  Restricting  distribution  to  certain 
facilities  or  to  physicians  with  special 
training  or  experience.  For  example,  if 
the  drug  were  known  to  cause  life- 
threating  reactions,  it  mi^t  be 
necessary  to  restrict  a  di^'s  use  to 
settings  in  which  emergency  capabilities 
and  equipment  are  readily  available. 

b.  Conditioning  distribution  on  the 
performance  of  specified  medical 
procedures.  The  approval  of  clozapine, 
for  example,  was  accomptinied  by  a 
commitment  to  have  regular  blood  tests 
performed  on  patients  receiving  the  drug 
to  monitor  its  toxicity.  FDA  can  envision 
the  need  for  similar  procedures  should  it 
approve  a  drug  that  can  be  used  safely 
only  if  regular  monitoring  is  assured. 

'Ae  lindtation  would  be  tailored  to  the 
specific  safety  issue  raised  by  the 
particular  drug  and  agreed  to  by  the 
manufacturer  at  the  time  of  approval.  It 
should  be  emphasized  that  these 
restrictions  will  be  considered 
necessary  only  rarely  and  in 
extraordinary  cases.  FDA  believes  that 
the  safe  use  of  most  prescription  drugs 
will  continue  to  be  ensured  through 
traditional  patient  management  by 
health  professionals  and  through 
necessary  safety  warnings  on  the  drug’s 
labeling. 

3.  Authority  To  Impose  Restrictions  on 
Distribution 

Sections  501,  502,  503,  505,  and  701  of 
the  act  (21  U.S,C  351,  352,  353,  355,  and 
372)  provide  broad  authority  for  FDA  to 
issue  regulations  to  help  ensure  the 
safety  and  effectiveness  of  new  drugs. 
These  provisions  reflect  the 
congressional  objective  of  protecting  the 
public  health  by  requiring  safety  and 
effectiveness  of  new  drugs  under  the 
conditions  of  actual  use.  through  a 
variety  of  mechanisms. 

For  example,  under  section  503  of  the 
act  drugs  may  be  limited  to  prescription 
use  when,  because  of  their  toxicity  or 
other  potentiality  for  harmful  effect  or 
the  methods  of  use,  or  the  collateral 
measures  necessary  to  their  use,  the 
drugs  are  not  safe  for  use  except  under 
the  supervision  of  a  licensed 
practitioner.  Section  502(a)  of  the  act 
prohibits  false  or  misleading  labeling  of 
drugs,  including  (under  section  201(n)  of 
the  act)  failure  to  reveal  material  facts 
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relating  to  potential  consequences  under 
customary  conditions  of  use.  Section 
502(f)  of  the  act  requires  drugs  to  have 
adequate  directions  for  use  and  adquate 
warnings  against  unsafe  use.  such  as 
methods  of  administration,  that  may  be 
necessary  to  protect  users.  In  addition, 
section  S02(j)  of  the  act  prohibits  use  of 
drugs  that  are  dangerous  to  health  when 
used  in  the  manner  suggested  in  their 
labeling.  Section  501  of  die  act  contains 
provisions  regarding  the  methods  and 
controls  for  processing  or  holding  to 
ensure  that  the  drug  is  safe  and  has  the 
quality  and  other  characteristics  the 
drug  is  represented  to  possess.  (See 
section  501(a)(ll  of  the  act;  see  also 
section  501(c)  of  the  act.) 

Moreover,  new  drugs  may  be 
approved  under  section  505(d)  of  the  act 
only  if  safe  for  use  under  the  conditions 
prescribed,  recommended,  or  suggested 
in  the  proposed  labeling.  As  previously 
discussed,  section  701(a)  of  the  act 
authorizes  FDA  to  issue  regulations  for 
the  efficient  enforcement  of  the  act 

For  drugs  approved  with  restricted 
distribution  or  use  under  proposed 
S  314.520,  FDA  will  have  determined 
that  the  particular  restriction  is 
necessary  for  safe  use.  The  appropriate 
restrictions  may  vary  with  the 
circumstances  of  each  drug.  Without  the 
restriction  specified  in  the  approval,  the 
drug  would  be  adulterated  under  section 

501  of  the  act,  misbranded  under  section 

502  of  the  act,  or  not  shown  to  be  safe 
under  section  505  of  the  act 

For  biological  products,  section  351  of 
the  PHS  Act  (42  U.S.C.  262)  authorizes 
the  imposition  of  restrictions  through 
regulations  “designed  to  insure  the 
continued  safety,  purity,  and  potency”  of 
the  products.  As  with  drugs  approved 
under  the  NDA  procedures,  biological 
products  will  be  licensed  with 
restrictions  on  distribution  or  use  only  if 
FDA  determines  that  such  restrictions 
are  necessary  for  safe  use. 

C.  Promotional  Materials 

FDA  is  also  proposing  to  require 
submission  of  promotional  materials, 
including  promotional  labeling  as  well 
as  adverti^ments,  that  the  applicant 
intends  to  disseminate  for  drugs 
approved  under  the  accelerated 
approval  regulations.  Because  drugs 
approved  under  the  restricted  use 
provision  may  be  highly  toxic  or 
otherwise  potentially  harmful,  FDA  is 
concerned  that  certain  promotional 
claims  could  cause  inappropriate  and, 
therefore,  unsafe  use.  Similarly,  the  risk/ 
benefit  balance  for  drugs  approved 
based  on  evidence  of  the  dnig’s  effect  on 
a  surrogate  endpoint  could  readily  be 
adversely  affected  by  promotion  that 


does  not  appropriately  reflect  the  proper 
use  of  the  product. 

FDA  does  not  Intend  specifically  to 
approve  promotional  materials  under 
proposed  S  314.550,  but  does  intend  to 
require  advance  submission  of  such 
materials.  FDA  may  therefore  consider 
during  the  drug  approval  process  and 
subsequent  to  approval  whether  such 
materials  could  undercut  or  counteract 
the  drug’s  approved  labeling  so  as  to 
affect  adversely  the  risk/benefit 
assessment.  Accordingly,  the  sponsor 
must  submit  promotional  materials  to 
FDA  during  ^e  approved  process  and 
subsequent  to  approval  The  agency  will 
determine  the  extent  of  review  and 
potential  modification  on  a  case-by-case 
basis.  Under  section  505(d)(4)  of  the  act, 
in  determining  whether  a  drug  is  "safe 
for  use”  under  the  conditions  proposed, 
the  agency  may  consider  not  only 
information  such  as  data  fiom  clinical 
studies,  but  also  “any  other 
information”  before  the  agency  relevant 
to  the  determination.  In  deciding 
whether  the  drug's  proposed  labeling 
would  be  “false  or  misleading"  under 
section  505(d)(7)  of  the  act,  the  agency  is 
also  to  evaluate  “all  material  facts." 
Section  S0S(k)  of  the  act  authorizes  FDA 
to  require  reporting  of  information 
necessary  to  determine  whether  there 
are  grounds  for  mthdrawing  approval. 
For  biological  products,  section  351  of 
the  PHS  Act  authorizes  the  promulgation 
of  regulations  designed  to  ensure  the 
continued  safety,  purity,  and  potency  of 
the  products. 

For  prescription  drug  products,  NDA 
applicants  are  ordinarily  required  to 
submit  mailing  pieces  and  any  other 
labeling  or  advertising  devised  for 
promotion  of  the  drug  at  the  time  of 
initial  dissemination  of  the  labeling  and 
at  the  time  of  initial  publication  of  the 
advertisement  (21  CFR  314.81(3)).  The 
current  prescription  drug  advertising 
regulations  provide  for  prior  approval  of 
advertisements  in  specific  situations 
related  to  potential  fatalities  or  serious 
damage  fiom  drug  use  (21  CFR  202.1(j)). 
In  rare  circumstances  in  the  past, 
specific  FDA  approval  of  promotional 
materials  prior  to  dissemination  has 
been  required. 

Because  of  die  special  circumstances 
under  which  drugs  will  be  approved 
within  these  accelerated  approval 
regulatoons  and  the  likeliho^  that 
promotional  materials  could  adversely 
affect  the  sensitive  risk/benefit  balance 
in  this  context,  FDA  will  require 
submission  of  the  promotional  material 
prior  to  mariceting  approval.  In  addition. 
FDA  will  require  submission  of 
promotional  materials  developed  by  tiie 
applicant  subsequent  to  marketing 
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approval  at  least  30  days-prior  to  the 
intended  time  of  initial  dissemination  of 
the  labeling  or  initial  publication  of  the 
advertisement.  Because  promotional 
claims  may  adversely  affect  the  risk/ 
benefit  assessment  or  may  result  in  false 
or  misleading  labeling,  FDA  may  wish  to 
protect  the  public  health  by  withdrawing 
approval  as  rapidly  as  possible  if 
inappropriate  promotional  materials  are 
disseminated.  FDA  believes  that 
submission  of  these  materials  is 
necessary  to  enable  the  agency  to 
determine  whether  such  withdrawad 
proceedings  should  be  initiated. 

If  the  agency  determines  after 
approval  that  submission  of  promotional 
materials  is  no  longer  needed  it  will  so 
notify  the  sponsor.  For  example,  if  a 
drug  is  approved  based  on  a  surrogate 
endpoint,  after  a  postmarketing  study 
has  verified  the  clinical  benefit,  FDA 
expects  that  such  advance  submission 
of  promotional  materials  will  no  longer 
be  required. 

D.  Withdrawal  of  Approved  Drugs 
1.  Streamlined  Withdrawal  Procedures 

Because  FDA  is  accelerating  the 
marketing  of  new  drugs  under  these 
proposed  regulations,  the  agency  also 
believes  it  appropriate  to  propose  a 
streamlined  withdrawal  process.  Under 
current  FDA  regulations,  holders  of 
approved  NDA's  or  license  applications 
may  request  a  formal  evidentiary 
hearing  under  21  CFR  part  12  if  de 
agency  intends  to  withdraw  the 
approval  of  the  application  (21  CFR 
10.50(c),  12.21,  314.200,  and  601.7).  Part 
12  proceedings  ordinarily  include 
written  and  oral  testimony  before  an 
administrative  law  judge,  who  issues  an 
initial  decision  that  may  then  be 
appealed  to  the  Commissioner  for  final 
decision. 

In  the  agency's  experience,  such 
proceedings  ofien  take  long  periods  of 
time,  with  months  to  years  elapsing 
before  issuance  of  the  fintd  decision.  In 
the  past,  when  significant  safety 
problems  have  been  discovered  for 
marketed  drugs,  FDA  and  the  sponsors 
of  such  drugs  have  often  reached  mutual 
agreement  on  the  need  to  remove  them 
fiom  the  market  rapidly.  However, 
sponsors  usually  have  been  unwilling  to 
enter  into  such  agreement  when  doubts 
about  efiectiveness  have  arisen,  such  as 
following  the  review  of  efiectiveness  of 
pre-1962  approvals  carried  out  imder  the 
Drug  Efficacy  Study  Implementation 
(DESI)  program. 

For  drugs  approved  under  these 
proposed  accelerated  approval 
regulations,  the  risk/benefit  assessment 
is  dependent  upon  the  likelihood  that  a 
surrogate  endpoint  will  correlate  with 


clinical  benefit  or  that  postmaHketing  ' 
restrictions  will  enable  safe  use. 

Without  the  assurances  regarding 
demonstration  of  actual  clinical  benefit 
or  the  demonstrated  adequacy  of 
distribution  restrictions,  ^e  risk/benefit 
assessment  for  these  drugs  changes 
significantly.  The  agency  is  proposing  a 
streamlined,  expeditious  procedure  for 
withdrawing  approvals  if:  (1)  A 
postmarketing  clinical  study  fails  to 
verify  clinical  benefit;  (2)  the  drug's 
sponsor  fails  to  perform  the  required 
postmarketing  study  with  due  diligence; 
(3)  experience  with  the  drug  after 
marketing  demonstrates  that  restrictions 
on  distribution  or  use  are  inadequate  to 
ensure  safe  use;  (4)  the  drug's  sponsor 
fails  to  adhere  to  the  postmarketing 
restrictions  agreed  upon;  (5)  the 
promotional  materials  are  false  or 
misleading;  or  (6)  other  evidence 
demonstrates  that  the  drug  product  is 
not  shown  to  be  safe  or  effective  under 
its  conditions  of  use.  FDA  believes  that 
if  any  of  these  circumstances  exists, 
continued  marketing  of  the  drug  to  treat 
patients  with  a  serious  or  life- 
threatening  disease  is  inappropriate  and 
marketing  approval  should  be  rapidly 
withdrawn. 

Although  FDA  believes  that  rapid 
withdrawal  of  approval  imder  such 
circumstances  is  important  to  the  public 
health,  the  agency  also  believes  that  the 
drug's  sponsor  should  have  an  adequate 
opportunity  to  present  data  and 
information  if  the  sponsor  disagrees 
with  the  agency's  position  regarding  the 
facts  of  a  particular  drug.  Under  FDA's 
current  relations,  persons  may  waive 
the  opportimity  for  a  part  12  hearing  and 
request  instead  a  hearing  before  a  public 
board  of  inquiry  under  21  CFR  part  13,  a 
hearing  before  a  public  advisory 
committee  under  21  CFR  part  14,  or  a 
hearing  before  the  Commissioner  under 
21  CFR  part  15  (21  CFR  12.32(a)).  Each  of 
these  alternative  approaches  can  lead  to 
more  expeditious  resolution  of  disputed 
issues. 

For  resolution  of  disputes  concerning 
withdrawal  of  drugs  approved  imder 
proposed  SS  314.510,  314.520,  601.41,  or 
601.42,  the  agency  believes  that  a 
hearing  combining  and  modifying 
aspects  of  part  14  and  part  15 
procedures  would  be  most  appropriate 
and  expeditious.  Although  not  required 
to  do  so,  in  most  instances  the  agency 
will  have  consulted  with  one  of  its 
standing  advisory  committees  before 
approving  an  application  under  these 
accelerated  approval  regulations. 
Advisory  committee  members  have 
relevant  technical  expertise  (a 
committee  will  ordinarily  have  been 
consulted  prior  to  approval  of  a  drug 
under  these  accelerated  approval 


provisions)  and  are  subject  to  conflict  of 
interest  laws  and  regulations  (21  CFR 
14.80(a)).  Especially  if  they  have 
reviewed  the  existing  data  prior  to  the 
drug's  approval,  the  committee  members 
should  be  well  situated  to  provide 
advice  and  recommendations 
concerning  withdrawal  based  on 
subsequent  information  in  an  efficient 
manner. 

Under  the  agency’s  current 
procedures,  the  Commissioner  decides 
whether  to  withdraw  a  drug's  approval 
after  appeal  of  the  Administrative  Law 
Judge's  initial  decision  following  a  part 
12  hearing  or,  if  the  applicant  requests, 
after  an  alternative  form  of  hearing. 
When  part  15  procedures  are  followed, 
the  Commissioner  or  a  designee 
presides  at  a  hearing  where  interested 
persons  may  present  their  views  on  the 
pending  matter. 

In  order  to  provide  fair  opporunity  for 
presentation  of  views,  as  well  as 
expeditious  resolution  of  the  issues,  the 
agency  proposes  that  when  the  agency 
intends  to  withdraw  an  NDA  or  license 
application  approved  under  §§  314.510, 
314.520, 601.41  or  601.42,  the  applicant 
lAdll  have  an  opportunity  for  a  hearing 
before  the  Commissioner  (or  designee) 
and  an  advisory  committee.  The 
withdrawal  process  would  begin  with  a 
letter  fi'om  the  Director  of  the  Center  for 
Drug  Evaluation  and  Research  or  the 
Director  of  the  Center  for  Biologies 
Evaluation  and  Research  notifying  the 
applicant  that  the  Center  proposes  to 
withdraw  marketing  approval  and 
stating  in  general  the  reasons  for  the 
proposed  action.  This  letter  would  also 
inform  the  applicant  that  unless  the 
applicant  requests  a  hearing  within  15 
days  of  receiving  the  notification,  the 
applicant  has  waived  the  opportunity  for 
a  hearing. 

If  the  applicant  submits  a  timely 
request  for  hearing,  the  agency  will 
publish  a  notice  of  hearing  in 
accordance  with  S  15.20.  Separation  of 
functions  (as  in  §  10.55)  would  not  apply 
to  these  proceedings  at  any  point  in  the 
withdrawal  process.  At  a  hearing  under 
S  314.530  or  §  601.43,  an  advisory 
committee  would  be  present  and  would 
be  asked  to  review  information  and 
make  a  recommendation  on  withdrawal 
of  the  NDA  or  license.  Subsequent  to  the 
hearing,  the  Commissioner  would  render 
a  final  decision  concerning  the  proposed 
withdrawal. 

The  Commissioner  or  designee  would 
preside  at  such  a  hearing,  which  would 
essentially  follow  the  procedures  set 
forth  in  21  CFR  part  15,  with  some 
modifications.  Under  ordinary  part  14  or 
part  15  procedures,  only  the  committee 
members  or  the  presiding  officer  (or 
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designated  panelists)  may  question  a 
person  concerning  that  person’s 
presentation  at  the  hearing  (S8 14.29(f) 
and  15.30(e)).  Under  die  proposed 
withdrawal  procedures,  the  presiding 
officer,  the  committee  members,  a 
representative  of  the  applicant,  and  a 
representative  of  the  Center  that 
initiates  the  withdrawal  proceedings 
may  also  question  participants.  As  with 
ordinary  part  IS  hearings,  the  rules  of 
evidence  would  not  apply  to  diis 
hearing.  No  motions  or  (Ejections 
relating  to  the  admissibility  of 
information  or  views  could  be  made,  but 
participants  could  comment  on  or  rebut 
information  and  views  presented  by 
others  (§  15.30(f)). 

The  Commissioner’s  final  decision 
would  constitute  final  agency  action 
from  which  the  applicant  may  petition 
for  judicial  review  under  applicable 
statutes.  Before  requesting  an  order  horn 
a  court  for  stay  of  action  pending 
review,  the  applicant  must  first  submit  a 
petition  for  stay  of  action  under  $  10.35. 

2.  Authority  for  Withdrawal  Procedures 

Section  S0S(e)  of  the  act  autiborizes  the 
agency  to  withdraw  approval  of  an  NDA 
if  new  information  shows  that  the  drug 
has  not  been  demonstrated  to  be  either 
safe  or  effective.  Approval  may  also  be 
withdrawn  if  die  applicant  has  failed  to 
maintain  required  records  or  to  make 
required  reports.  In  addition,  approval 
may  be  wididrawn  if  new  information, 
along  with  the  evidence  considered 
when  the  application  was  approved, 
shows  the  labeling  to  be  false  or 
misleading.  Withdrawal  for  any  of  the 
specified  reasons  under  section  S05(e)  of 
the  act  is  to  follow  “due  notice  and 
opportunity  for  hearing  to  the 
applicant”  As  previously  discussed, 
section  701(a)  of  the  act  authorizes  ^A 
to  issue  regulations  for  the  efficient 
enforcement  of  the  act. 

In  issuing  its  general  procedural 
regulations,  FDA  decided  to  afford  NDA 
holders  an  opportunity  for  a  formal 
evidentiary  hearing  even  though  the 
courts  had  not  decided  that  such  a 
hearing  was  necessarily  legally  required 
(see  40  FR  40691,  September  3. 1975). 

The  agency's  procedural  regulations 
permit  denial  of  an  applicant's  hearing 
request  if  inadequately  Justified  (21 CFR 
12.28,  314.2W(g)).  As  previously  noted, 
the  regulations  also  allow  applicants  to 
request,  and  the  Commissioner  to 
suggest,  an  alternative  form  of  hearing 
(21  CFR  12.32). 

For  drugs  approved  under  proposed 
S  314.510  the  agency  will  have 
determined  that  reports  of 
postmarketing  studies  are  critical  to  the 
risk/benefit  balance  needed  for 
approval.  For  drugs  approved  under 


proposed  fi  314.520,  FDA  will  have 
determined  that  the  distribution  or  use 
restriction  is  critical  to  fids  risk/benefit 
balance  needed  for  approval.  For  drugs 
approved  under  propo^  (  314.520, 

IDA  wall  have  detemdned  that  file 
distribution  or  use  restriction  is  critical 
to  this  risk/benefit  balance.  In  addition, 
the  agency  has  determined  that  the 
ability  to  withdraw  approval 
expe^tiously  for  uach  drugs  is  critical.  If 
the  agency  is  not  able  to  withdraw 
approval  rapidly  in  file  event  it  loses  the 
assurances  regarding  demonstration  of 
actual  clinical  benefit  or  the 
demonstrated  adequacy  of  distribution 
restrictions  are  removed,  then  the 
agency  believes  that,  under  authority  of 
section  505(d)  of  the  act  the  drug  cannot 
on  an  ongoing  basis  meet  the  standards 
of  safety  and  efficacy  required  for 
marketing  under  the  act  Otherwise,  the 
risk  of  continued  exposure  of  patients 
with  serious  or  life-threatening  diseases 
to  ineffective  or  unsafe  drugs  outweighs 
the  potential  benefits. 

For  biological  products,  section 
351(dKl)  of  the  niS  Act  authorizes 
approval  of  license  applications  under 
standards  designed  to  ensure  continued 
safety,  purity,  and  potency.  The  PHS  Act 
does  not  specify  license  revocation 
procedures,  except  to  state  fiiat  licenses 
would  be  suspended  and  revoked  “as 
prescribed  by  regulations"  (42  U.S.C. 
262(d)(1)).  In  promulgating  its  procedural 
regidations,.IDA  has  determined  that  a 
formal  evidentiary  hearing  is  not 
required  before  withdrawing  approval  of 
biological  products,  but  that  it  would  be 
appropriate  to  apply  the  same 
procedures  to  biological  products  as  to 
drug  removal  (see  40  FR  40691, 
September  3, 1975).  Similarly,  FDA  is 
now  proposing  to  revoke  licenses  for 
biological  products  approved  under 
SS  601.41  and  601.42  following  the  same 
procedures  proposed  for  withdrawing 
NDA’s. 

The  agency  believes  that  the 
withdrawal  procedures  under  proposed 
SS  314.530  and  601.43  satisfy  any 
applicable  due  process  requirements  for 
holders  of  NDA's  and  license 
applications.  Through  the  proposed 
hearing  process,  applicants  wdll  be 
afforded  the  opportunity  to  present  any 
data  and  information  they  believe  to  be 
relevant  to  the  continued  marketing  of 
the  drug.  Moreover,  as  part  of  the 
approval  process,  applicants  will  have 
agreed  that  these  withdrawal 
procedures  apply  to  file  drug  for  which 
they  seek  approval;  applicants  objecting 
to  these  procedures  may  forego  approval 
imder  these  proposed  regulatimis  and 
seek  approval  under  the  currently 
codified  regulations.  Under  such 
circumstances,  applicants  would  not 


have  the  benfit  of  accelerated  approval; 
however,  if  the  drug  were  subsequently 
approved  under  current  regulations, 
before  withdrawal  of  the  apimval  the 
applicant  would  have  an  opportunity  fbt 
a  part  12  hearing. 

E.  Additional  Safeguards  for  Patient 
Safety 

The  accelerated  drug  approval 
program  is  intended  to  make  significant 
new  drugs  available  to  patients  earlier 
than  under  existing  approval 
procedures,  yet  ensure  that  they  are  safe 
and  effective  for  marketing.  As  with  all 
new  drugs,  FDA  has  in  place  regulations 
that  provide  additional  safegiiards  to 
ensure  patient  safety.  Those  regulations 
will  api^y  to  drugs  approved  u^er  this 
program  as  well.  Specifically,  applicants 
will  be  expected  to  adhere  to  FDA's 
longstanding  requirements  for 
postmarketing  recordkeeping  and  safety 
reporting.  Those  regulations  also 
provide  for  additional  “special 
reporting.”  at  FDA’s  request,  of  other 
relevant  information  such  as  adverse 
drug  experiences.  FDA  believes  these 
safeguards  are  sufficient  as  currently 
promulgated  in  regulation  and  does  not 
intend  to  develop  new  regulations 
imposing  additional  adverse  reaction 
reporting  requirements  upon  sponsors 
gaining  approval  under  the  accelerated 
approval  procedures. 

In  addition,  FDA’s  paractices  and 
procediues  provide  further  safeguatfis  to 
ensure  the  quality  and  integrity  of  the 
drug  development  and  review  process. 
These  include  conducting  on-site  audits 
of  key  studies  and/or  clinical 
investigators  to  ensure  authenticity  of 
data  submitted  to  FDA,  and  inspections 
of  manufacturing  facilities  before 
marketing  approval  is  granted  to  ensure 
that  manufacturers  are  able  to  imxhice 
properly  formulated  compounds. 

rV.  Economic  Impact 

In  accordance  with  Executive  Order 
12291,  FDA  has  carefully  analyzed  the 
economic  effects  of  this  proposal  and 
has  determined  that  the  find  rule,  if 
promulgated,  will  not  be  a  major  rule  as 
defined  by  file  Order.  Furthermore,  the 
final  rule,  if  promulgated,  is  not 
expected  to  impose  significant  economic 
impact  on  a  substantial  number  of  small 
entitites  so  as  to  require  a  regulatory 
flexibility  analysis  under  the 
requirements  of  the  Regulatory 
Flexibility  Act  of  1980. 

However.  FDA  is  seeking  public 
comment  on  the  extent  to  wUch  file 
contemplated  postmarketing 
requirements  would  impose  an 
economic  impact  upon  affected  drug 
manufacturers. 
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V.  Envrioninental  Impact 

The  agency  has  determined  under  21 
CFR  25^(a)(8)  that  this  action  is  of  a 
type  that  does  not  individually  or 
cumulatively  have  a  significant  effect  on 
the  human  environment.  Therefore, 
neither  an  environmental  assessment 
nor  an  environmental  impact  statement 
is  required. 

VI.  Paperwork  Reduction  Act  of  1980 

This  rule  would  not  contain  new 
collection  of  information  requirements. 
Section  314.540  does  refer  to  regulations 
that  contain  collection  of  information 
requirements  that  were  previously 
submitted  for  review  to  the  Director  of 
the  Office  of  Management  and  Budget 
(OMB)  under  section  3504  of  the 
Paperwork  Reduction  Act  of  1980 
(Adverse  Drug  Experience  Reporting. 
OMB  No.  0190-0230). 

Vn.  Request  for  Comments 

Interested  persons  may,  on  or  before 
June  15, 1992,  submit  to  the  Dockets 
Management  Branch  (address  above], 
written  comments  regarding  this 
proposal.  Two  copies  of  any  comments 
are  to  be  submitted,  except  that 
individuals  may  submit  one  copy. 
Comments  are  to  be  identified  with  the 
docket  number  found  in  brackets  in  the 
heading  of  this  document.  Received 
comments  may  be  seen  in  the  office 
above  between  9  a.m.  and  4  p.m. 

Monday  through  Friday. 

List  of  Subjects  in  21  CFR 

Part  314 

Administrative  practice  and 
procedure.  Confidential  business 
information.  Drugs,  Reporting  and 
recordkeeping  requirements. 

Part  601 

Biologies,  Confidential  business 
information. 

Therefore,  under  the  Federal  Food, 
Drug,  and  Cosmetic  Act,  the  Public 
Health  Service  Act,  and  under  authority 
delegated  to  the  Commissioner  of  Food 
and  Drugs,  it  is  proposed  that  21  CFR 
parts  314  and  601  be  amended  as 
follows: 

PART  314— APPLICATIONS  FOR  FDA 
APPROVAL  TO  MARKET  A  NEW  DRUG 
OR  AN  ANTIBIOTtC  DRUG 

1.  The  authority  citation  for  21  CFR 
part  314  continues  to  read  as  follows: 

Authority:  Secs.  201, 301, 501, 502. 503,  505. 
506, 507, 701, 706  of  the  Federal  Food,  Drug, 
and  Cosmetic  Act  (21  U.S.C.  321, 331,  351,  352, 
353.  355,  356,  357,  376). 


2.  Subpart  H  consisting  of  §{  314.500 
through  314.550  is  added  to  read  as 
follows: 

Subpart  H— Accalaratad  Approval  of  Now 
Dru^  for  Serious  or  Ufa-Thraatanlng 

lllnaaaaa 

Sec. 

314.500  Scope. 

314.510  Approval  based  on  a  surrogate 
endpoint  or  on  an  effect  on  a  clinical 
endpoint  other  than  survival  or 
irreversible  morbidity. 

314.520  Approval  with  restrictions  to  ensure 
safe  use. 

314.530  Withdrawal  procedures. 

314.540  Postmarketing  safety  reporting. 
314.550  Promotional  materials. 

Subpart  H— Accelerated  Approval  of 
New  Drugs  for  Serious  or  Life* 
Threatening  Illnesses 

§314.500  Scope. 

This  section  applies  to  new  drug  and 
antibiotic  products  that  have  been 
studied  for  their  safety  and  effectiveness 
in  treating  serious  or  Ufe-threatening 
illnesses  and  that  provide  meaning^ 
therapeutic  benefit  to  patients  over 
existing  treatments  (e.g.,  ability  to  treat 
patients  unresponsive  to,  or  intolerant 
of,  available  therapy,  or  improved 
patient  response  over  available 
therapy). 

§  314.510  Approval  based  on  a  surrogate 
endpoint  or  on  an  effect  on  a  cNnlcd 
endpoint  other  than  survival  or  Irreversible 
morbidity. 

FDA  may  grant  marketing  approval 
for  a  new  drug  product  on  the  basis  of 
adequate  and  well-controlled  clinical 
trials  establishing  that  the  drug  product 
has  an  effect  on  a  surrogate  endpoint 
that  Is  reasonably  likely,  based  on 
epidemiologic,  therapeutic, 
pathophysiologic,  or  other  evidence,  to 
predict  clinical  benefit  or  on  the  basis  of 
an  effect  on  a  clinical  endpoint  other 
than  survival  or  irreversible  morbidity. 
Such  approval  will  be  subject  to  the 
requirement  that  the  applicant  study  the 
drug  further,  when  determined 
necessary  by  FDA,  to  verify  and 
describe  its  clinical  benefit,  where  there 
is  uncertainty  as  to  the  relation  of  the 
surrogate  endpoint  to  clincal  benefit,  or 
of  the  observed  clinical  benefit  to 
ulitimate  outcome.  Postmarketing 
studies  would  not  necessarily  be 
required  and  would  usually  be  studies 
already  underway.  The  applicant  shall 
carry  out  any  suc^  studies  with  due 
diligence. 

§  314.520  Approval  with  raatrictions  to 

ansura  safe  use. 

(a)  If  FDA  concludes  that  a  drug 
product  shown  to  be  effective  can  be 
safely  used  only  if  distribution  or  use  is 


restricted,  FDA  will  require  such 
postmarketing  restrictions  as  are  needed 
to  ensure  safe  use  of  the  drug  product, 
such  as: 

(1)  Distribution  restricted  to  certain 
facihties  or  physicians  with  special 
training  or  experience;  or 

(2)  Distribution  conditioned  on  the 
performcmee  of  specified  medical 
procedures. 

(b)  The  limitations  imposed  will  be 
commensurate  with  the  specific  safety 
concerns  presented  by  the  drug  product. 

§  314.530  Withdrawal  procaduras. 

(a)  For  circumstances  of  withdrawal 
for  new  drugs  and  antibiotics  approved 
under  §§  314.510  and  314.520,  HIA  may 
withdraw  approval,  following  a  hearing 
as  provided  in  part  15  of  this  chapter,  as 
modified  by  this  section,  if: 

(1)  A  postmarketing  clinical  study 
fails  to  verify  clinical  benefit; 

(2)  The  applicant  fails  to  perform  the 
required  postmarketing  study  with  due 
diligence; 

(3)  Use  after  marketing  demonstrates 
that  postmarketing  restrictions  are 
inadequate  to  ensure  safe  use  of  the 
drug  product; 

(4)  The  applicant  fails  to  adhere  to  the 
postmarketing  restrictions  agreed  upon; 

(5)  The  promotional  materials  are 
false  or  misleading;  or 

(6)  Other  evidence  demonstrates  that 
the  drug  product  is  not  shown  to  be  safe 
or  effective  under  its  conditions  of  use. 

(b)  Notice  of  opportunity  for  a 
hearing.  The  Director  of  the  Center  for 
Drug  Evaluation  and  Research  will  give 
the  applicant  notice  of  an  opportunity 
for  a  hearing  on  the  Center’s  proposal  to 
withdraw  the  approval  of  an  application 
approved  under  §  314.510  or  §  314.520. 
llie  notice,  which  will  ordinarily  be  a 
letter,  will  state  generally  the  reasons 
for  the  action  and  the  proposed  grounds 
for  the  order. 

(c)  Submission  of  data  and 
information.  (1)  If  ffie  applicant  fails  to 
file  a  written  request  for  a  hearing 
within  15  days  of  receipt  of  the  notice, 
the  applicant  waives  the  opportunity  for 
a  hearing. 

(2)  If  the  applicant  files  a  timely 
request  for  a  hearing,  the  agency  will 
publish  a  notice  of  hearing  in  the 
Federal  Re^ster  in  accordance  with 
§  S  12.32(e)  and  15.20  of  this  chapter. 

(3)  An  applicant  who  requests  a 
hearing  under  this  section  must,  within 
30  days  of  receipt  of  the  notice  of 
opportunity  for  a  hearing,  submit  the 
data  and  information  upon  which  the 
applicant  intends  to  rely  at  the  hearing. 

(d)  Separation  of  functions. 
Separation  of  functions  (as  specified  in 
§  10.55  of  this  chapter)  will  not  apply  at 
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any  point  in  withdrawal  proceedings 
under  this  section. 

(el  Procedures  for  hearings.  Hearings 
held  under  this  section  will  be 
conducted  in  accordance  with  the 
provisions  of  part  15  of  this  chapter, 
with  the  following  modiheations: 

(1)  An  advisory  committee  duly 
constituted  under  part  14  of  this  chapter 
will  be  present  at  the  hearing.  The 
committee  will  be  asked  to  review  the 
issues  involved  and  to  provide  advice 
and  recommendations  to  the 
Commissioner  of  Food  and  Drugs. 

(2)  The  presiding  officer,  the  advisory 
committee  members,  a  representative  of 
the  applicant,  and  a  representative  of 
the  Center  may  question  any  person 
during  or  at  the  conclusion  of  the 
person’s  presentation.  No  other  person 
attending  the  hearing  may  question  a 
person  making  a  presentation.  The 
presiding  officer  may,  as  a  matter  of 
discretion,  permit  questions  to  be 
submitted  to  the  presiding  officer  for 
response  by  a  person  making  a 
presentation. 

(f)  Judicial  review.  The 
Commissioner’s  decision  constitutes 
Hnal  agency  action  from  which  the 
applicant  may  petition  for  judicial 
review.  Before  requesting  an  order  hrom 
a  court  for  a  stay  of  action  pending 
review,  an  applicant  must  frrst  submit  a 
petition  for  a  stay  of  action  under 
§  10.35  of  this  chapter. 

§  314.540  Postmarketlng  safety  reporting. 

Drug  products  approved  imder  this 
program  are  subject  to  the 
pqstmarketing  recordkeeping  and  safety 
reporting  applicable  to  aU  approved 
dnig  pr<^ucts,  as  provided  in  §  S  314.60 
and  314.81. 

§  314.550  Promotional  materials. 

For  drug  products  being  considered 
for  approval  under  this  subpart, 
applicants  must  submit  to  the  agency  for 
consideration  during  the  approval 
process  copies  all  promotional 
materials,  including  promotional 
labeling  as  well  as  advertisements, 
intended  for  dissemination  or 
publication  upon  marketing  approval. 
Subsequent  to  mariceting  approval, 
unless  otherwise  informed  by  the 
agency,  the  applicant  must  submit 
promotional  materials  at  least  30  days 
prior  to  the  intended  time  of  inital 
dissemination  of  the  labeling  or  initial 

\  publication  of  the  advertisement. 

PART  601— UCENSINQ 

I  3.  The  authority  citation  for  21  CFR 

part  601  continues  to  read  as  follows; 

Authority:  Secs.  201,  501,  502,  503,  5ia  513- 
516,  516-520.  701,  704,  706,  801  of  the  Federal 


Food,  Drug,  and  Cosmetic  Act  (21  U.S.C.  321, 
351,  352,  353,  355,  360,  360c-360f,  36(Ah-360j, 

371, 374,  376, 381);  secs.  215,  301,  351,  352  of 
the  Public  Health  Service  Act  (42  U.S.C.  216, 
241,  262,  263):  secs.  2-12  of  the  Fair  Packaging 
and  Labeling  Act  (15  U.S.C.  1451-1461). 

4.  Subpart  E  consisting  of  S  §  601.40 
through  601.45  is  added  to  read  as 
follows: 

Subpart  E— Accalaratad  Approval  of 
Biological  Products  for  Sailoua  or  Ufa* 
Thraataning  lllnaasaa 

Sec. 

601.40  Scope. 

601.41  Approval  based  on  a  surrogate 
endpoint  or  on  an  effect  cm  a  clinical  ' 
endpoint  other  than  survival  or 
irreversible  morbidity. 

601.42  Approval  with  restrictions  to  ensure 
safe  use. 

601.43  Withdrawal  procedures. 

601.44  Postmarketing  safety  reporting. 

601.45  Promotional  materials. 

Subpart  E— Accelerated  Approval  of 
Biological  Products  for  Sefious  or  Life- 
Threatening  Illnesses 

§  601.40  Scope. 

This  section  applies  to  biological 
products  that  have  been  studi^  for  their 
safety  and  effectiveness  in  treating 
serious  or  life-threatening  illnesses  and 
that  provide  meaningful  therapeutic 
benefit  to  patients  over  existing 
treatments  (e.g.,  ability  to  treat  patients 
unresponsive  to,  or  intolerant  of, 
available  therapy,  or  improved  patient 
response  over  available  therapy). 

§  601.41  Approval  based  on  a  surrogate 
endpoint  or  on  an  effect  on  a  clinical 
endpoint  other  than  survival  or  Irreversible 
morbidity. 

FDA  may  grant  marketing  approval 
for  a  biological  product  on  the  basis  of 
adequate  and  well-controlled  clinical 
trials  establishing  that  the  biological 
product  has  an  effect  on  a  surrogate 
endpoint  that  is  reascmably  likely,  based 
on  epidemiologic,  therapeutic, 
pathophysiologic,  or  other  evidence,  to 
predict  clinical  benefit  or  on  the  basis  of 
an  effect  on  a  clinical  endpoint  other 
than  survival  or  irreversible  morbidity. 
Such  approval  will  be  subject  to  the 
requirement  that  the  applicant  study  the 
biological  product  further,  when 
determined  necessary  by  FDA,  to  verify 
and  describe  its  clinical  benefit,  where 
there  is  uncertainty  as  to  the  relation  of 
the  surrogate  endpoint  to  clinical 
benefit,  or  of  the  observed  clinical 
benefit  to  ultimate  outcome. 
Postmarketing  studies  would  not 
necessarily  be  required  and  would 
usually  be  studies  already  underway. 
The  applicant  shall  carry  out  any  such 
studies  with  due  diligence. 


S  601.42  Approval  with  raatrictions  to 

anaura  safa  uaa. 

(a)  If  FDA  concludes  that  a  biological 
product  shown  to  be  effective  can  be 
safely  used  only  if  distribution  or  use  is 
restricted,  FDA  will  require  such 
postmarketing  restrictions  as  are  needed 
to  ensure  safe  use  of  the  biological 
product,  such  as: 

(1)  Distribution  restricted  to  certain 
facilities  or  physicians  with  special 
training  or  experience;  or 

(2)  Distribution  conditioned  on  the 
performance  of  specified  medical 
procedures. 

(b)  'The  limitations  Imposed  will  be 
commensurate  with  the  specific  safety 
concerns  presented  by  the  biological 
product. 

§  601.43  Withdrawal  procadiiraa. 

(a)  For  circumstances  of  withdrawal 
for  biological  products  approved  under 
S§  601.40  and  601.42,  FDA  may 
withdraw  approval,  following  a  hearing 
as  provided  in  part  15  of  this  chapter,  as 
modified  by  this  section,  if: 

(1)  A  postmarketing  clinical  study 
fails  to  verify  clinical  benefit; 

(2)  The  applicant  fails  to  perform  the 
required  postmarketing  study  with  due 
diligence; 

(3)  Use  after  marketing  demonstrates 
that  postmarketing  restrictions  are 
inadequate  to  ensure  safe  use  of  the 
drug  product; 

(4)  The  applicant  fails  to  adhere  to  the 
postmarketing  restrictions  agreed  upon; 

(5)  The  promotional  materials  are 
false  or  misleading;  or 

(6)  Other  evidence  demonstrates  that 
the  biological  product  is  not  shown  to  be 
safe  or  effective  under  its  conditions  of 
use. 

(b)  Notice  of  opportunity  for  a 
hearing.  The  Director  of  the  Center  for 
Biologies  Evaluation  and  Research  will 
give  the  applicant  notice  of  an 
opportunity  for  a  hearing  on  the  Center’s 
proposal  to  withdraw  the  approval  of  an 
application  approved  under  §  601.40  or 

§  601.41.  The  notice,  which  will 
ordinarily  be  a  letter,  will  state 
generally  the  reasons  for  the  action  and 
the  proposed  grounds  for  the  order. 

(c)  Submission  of  data  and 
information.  (1)  If  ffie  applicant  fails  to 
file  a  written  request  for  a  hearing 
within  15  days  of  receipt  of  the  notice, 
the  applicant  waives  the  opportunity  for 
a  hearing. 

(2)  If  the  applicant  files  a  timely 
request  for  a  bearing,  the  a^ncy  will 
publish  a  notice  of  hearing  in  the 
Federal  Register  in  accordance  with 
§§  12.32(e)  and  15.20  of  this  chapter. 

(3)  An  applicant  who  requests  a 
hearing  under  this  section  must  within 
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30  days  of  receipt  of  the  notice  of 
opportunity  for  a  hearing,  submit  the 
data  and  i^ormation  upon  which  the 
applicant  intends  to  rely  at  the  hearing. 

(d)  Separation  of  functions. 
Separation  fA  fnnctions  (as  specified  in 
8  10.55  of  this  dtapter)  wifi  not  appfy  at 
any  point  in  withdrawal  proceecKngs 
under  this  section. 

(e)  Procedures  for  hearings.  Hearings 
held  under  diis  section  will  be 
conducted  in  accordance  with  the 
provisions  of  part  15  of  this  chapter, 
with  the  following  modifications: 

(1)  An  advisory  committee  duly 
constituted  under  part  14  of  this  chapter 
will  be  present  at  the  hearing.  The 
committee  will  be  asked  to  review  the 
issues  involved  and  to  fwovide  advice 
and  recommendations  to  the 
Commissioner  of  Food  and  Drugs. 

(2)  The  presiding  officer,  die  advisory 
committee  membm,  a  representative  of 
the  appbcant  and  a  representative  of 
the  Center  may  question  any  person 
during  or  at  die  conchision  of  the 


person’s  presentation.  No  other  persmi 
attending  the  hearing  may  question  a 
person  making  a  presentaticHi.  The 
presiding  officer  may,  as  a  matter  of 
discretion,  permit  questions  to  be 
submitted  to  the  presiding  i^cer  for 
resp<mse  by  a  person  making  a 
presentation. 

(f)  Judicial  review.  The 
Commissioner's  decision  constitutes 
final  agency  action  from  which  the 
applicant  may  petition  for  judicial 
review.  Before  requesting  an  order  from 
a  court  for  a  stay  of  action  pending 
review,  an  applicant  must  first  submit  a 
petitkm  for  a  stay  of  actimi  under 
8  10.35  of  this  chapter. 

8  601.44  Poetmarkettng  safety  reporting. 

Biological  products  approved  under 
this  program  are  subject  to  die 
postmarketing  recordkeeping  and  safety 
reporting  applicable  to  all  approved 
biological  products. 


8  601.45  Promotional  materials. 

For  biological  products  being 
considered  for  approval  under  this 
subpart,  applicants  must  submit  to  the 
agency  for  consideration  during  the 
approval  process  cof^s  of  all 
promotional  materisis,  including 
promotional  labeling  as  well  as 
advertisements,  intended  fm: 
dissemination  or  publication  upon 
marketing  approvaL 

Subsequent  to  marketing  approval, 
unless  otherwise  informed  by  the 
agency,  the  applicant  must  submit 
promotional  materials  at  least  30  days 
prior  to  the  intended  time  of  initial 
dissemination  of  the  labeh'ng  or  initial 
publication  of  the  advertisement. 
David  A.  Kessler, 

Coauaissioaer  of  Food  and  Drugs. 

Dated:  April  A 1992. 

Louie  W.  Suliivan, 

Secretory  for  Health  and  Human  Services. 
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